Supplementary
. The expression levels of cancer-related genes in PDAC tissues and the corresponding adjacent normal tissues. A, immunohistochemistry staining for EBI3, P35, CA125 and CEA in consecutive sections of pancreatic carcinoma tissues and the adjacent normal pancreatic tissues (2-3 cm around the tumor border). B, the mRNA expression levels of 11 cancerrelated genes detected by RT-PCR in 10 PDAC tissues and the corresponding adjacent normal tissues. C, the mRNA levels of CEA, CA125, c-MYC, COX2, YAP1, BCL2 and HER2 in the pancreas tissue of patients with PDAC and duodenal carcinoma (used as normal controls).
D, immunohistochemical staining with no primary antibodies was shown as a negative control. Unpaired t test was used; shown are mean ± S.D. Experiments were replicated for three times. Tests of significance are two-sided. *P < 0.05. mL medium for 24 hours. The supernatant was subjected to ELISA assays to detect IL-35 levels. Unpaired t test was used. Tests of significance are two-sided. *P < 0.05. E, subcellular localization of endogenous EBI3 and p35 in 5 PDAC cell lines. EBI3 and p35 was co-located in the cytoplasm of the cells. Immunofluorescence images were taken by a confocal microscopy. Scale bars, 50μm. F, the membrane localization of gp130 and IL12rβ2 was detected by a microscopy after immunofluorescent staining. Scale bars in E and F, 100μm. (100ng/mL). Thereafter an EDU incorporation kit was used to detect the proliferation of the cells. Representative immunofluorescence images of the EDU incorporation assay (top). Scale bars, 50 μm. Nuclei of T cells were labelled with blue color (Hoechst33342) and EDU were labelled with green color (Apollo®488). Statistical results are presented as the average EDU incorporation rates of 5 randomed fields of 400 × magnifications. Data represent three independent experiments (mean±S.D.) (bottom). Experiments were replicated for three times. Unpaired t test was used; Shown are mean values ± SD; *P < 0.05; tests are two-sided.

Supplementary Figure 6. The roles of IL-35 in PDAC migration, invasion and proliferation
assays. Panc-1 and BxPC-3 cells stably transfected with pLV-IL35 or pLV-Vector were subjected to Transwell migration assays (A), Transwell invasion assays (B), EDU incorporation assays (C) and the CCK8 assays (D). The experiments were performed in triplicate. Experiments were replicated for three times. Unpaired t test was used; Shown are mean values ± SD; *P < 0.05; tests are two-sided. Scale bars, 100μm.
Supplementary Figure 7. IL-35 facilitates PDAC cells adhesion to endothelial monolayer in static adhesion assays. Stable cell lines of BxPC-3 and PANC1 with IL-35 down-regulated or upregulated were detected by RT-PCR (A) and Western blot assays (B)
. Then the stable cell lines were subjected to static HUVEC adhesion assays (C). The detailed procedure was shown in Method. Experiments were replicated for three times. Unpaired t test was used; Shown are mean values ± SD; *P < 0.05; tests are two-sided. Scale bars, 100μm.
Supplementary Figure 8. IL-35 enhances the PDAC -human lymphatic endothelial cells (HELC) adhesion in dynamic flow assays.
A, the FACS assays was performed to compare ICAM1 expression between HUVECs and HLECs. B, representative immunofluorescence image demonstrates the dynamic flow assays at the shear force of 1 dyne/cm2; scale bar, 100μm. C, the adhesion-shear force curves of the adhesion assays done at shear forces from 0.1 to 4 dyne cm -2 . Experiments were replicated for three times. Unpaired t test was used; Shown are mean values ± SD; *P < 0.05; tests are two-sided. Scale bars, 100μm.
Supplementary Figure 9 . Verification of the mRNA sequencing data. A, the mRNA heat-map of 10 genes up-regulated in PANC-1 cells overexpressing IL-35; the normalized counts (RPKM) were normalized to log2 rank. B, RT-PCR assays were perormed to verify the mRNA sequencing results. Experiments were replicated for three times. Unpaired t test was used; Shown are mean values ± SD; *P < 0.05; tests are two-sided. E-F, Representative images (E) and total numbers (F) of metastasis in gut and mesenterium (n = 8 for each group). Unpaired t test was used; Shown are mean values ± SD; *P < 0.05; tests are twosided. Scale bars in A and C, 100μm.
Supplementary
Supplementary Figure 14 . Uncropped Western blotting scans. A, Uncropped Western blotting scans for Figure 1G . B, Uncropped Western blotting scans for Figure 3E . C, Uncropped Western blotting scans for Supplementary Figure 3E . D, Uncropped Western blotting scans for 3D. 
